I am indebted to Dr. E. Macnamara for permission to show this case, and to Dr. Carnegie Dickson for the blood-examination.
Polycythaemia Vera with Nervous and Ocular Disorders.-E. STOLKIND, M.D.
The patient, a man aged 55, for the last ten years has had periodic attacks of giddiness and diplopia and then he sees "wavy lines" floating in front of his eyes.
He is unsteady and staggers like a drunkard. The frequency of attacks varies from three times a week to once in two months. They generally last only a few minutes though occasionally 15 minutes to half an hour. The attacks weaken him thoughhe has never been unconscious; the onset is usually sudden though it is sometimes the result of prolonged concentration. Patient has suffered from depression and exhaustion for many years. Has had pain in the finger-tips of the left hand and sacro-iliac region for the last four years, almost every third day during the last nine months; pain in the tongue for over three years; also pain in various parts of the body. For the last seven years he has tired easily, especially after hurrying. Several methods of treatment have been tried. Before seeing me all the teeth had been removed but no improvement, resulted; patient does not use his artificial teeth for eating, and there are no dyspeptic symptoms. Venesection produced only very slight improvement (though in the case of a woman there was considerable temporary improvement). Benzole and potassium iodide produced no results.
In 1922 Dr. Douglas Webster gave eleven full applications of intensive Roentgen rays to the long bones. An improvement, which lasted for ten months, resulted, a blood-count showing R.B.C.s from 6,600,000 to 7,000,000. Then the nervous symptoms again appeared. Frequent attacks of pain in big toes, which often became blue-black and swollen under and near the nails (erythromelalgia-like), sometimes lasting for days.
Later the repeated blood-count showed: R.B.C.s 9,860,000 to 10,400,000 Hb. 136%; W.B.C.s 22,400.
In 1925 eight further full applications of intensive X-rays were given to the long bones, and a temporary improvement resulted in the nervous symptoms. Red cells, hlemoglobin, and white cells not influenced.
The legs periodically became cedematous from the ankles to above the knees. The nervous symptoms returned. Occasionally tar stools. Patient was treated with sodium citrate for many months without definite effect. Blood-count showed red cells and haemoglobin again high.
In 1927 he had a third series of eleven X-ray applications. There was a further temporary improvement, but he had burns on the legs. Blood-count showed diminution of red cells to 6,820,000 and of hsemoglobin to 108%.
In another case of mine, that of a woman aged 43, deep X-ray therapy gave similar merely temporary improvements.
Blood-count during last four years in the male patient has ranged between R.B.C.s 6,230,000 and 7,140,000; W.B.C.s 5,200 and 14,000; Hb. 106% and 112%. Blood-pressure 140 to 160 (systolic) and 90 to 120 (diastolic).
Owing to reappearance of nervous symptoms-cramp in legs, attacks of pain in left big toe and left leg (like a kind of sciatica), loss of weight, etc.-patient was admitted to hospital.
Before treatment with phenylhydrazine hydrochloride the liver and spleen were each about two fingers' breadth below the costal margin.
Fragility test showed some slight increase in resistance of the red cells. After 53 gr. (3 3 grm.) of phenylhydrazine, the blood was distinctly thin and watery." There was animia; the red cells showed marked anisocytosis, polychromasia, and basophilia, and there were scattered nucleated red cells. Nuclei of polymorphonuclear cells showed marked increase in number of their lobes. Gradually the blood became normal. It is of special importance to note that on the fifteenth day after the last dose of phenylhydrazine the blood-count showed a further drop of red cells (2,800,000), hiemoglobin (46%), and platelets (233,000). The mucous membrane became pale and yellowish. The liver increased in size and reached to the level of the umbilicus. The van den Bergh reaction was negative.
Doses of Days
Urobilin, urobilinogen, bile-pigments, etc., absent.
A further comDlication occurred in the form of thrombosis of the short saphenous vein with fever (98-101°); this lasted for twelve days.
Blood-pressure gradually fell to 108/70, remained so for about a month, and then gradually increased; it is now 120/90. Pain in leg disappeared. Larynx congested.
At present there is no real cure of polycythamia vera (Vaquez disease) or erythroemia, and all available remedies are only temporarily efficacious, and must be used with extreme caution owing to the likelihood of complications. Extraction of teeth, as performed in this case, has also been carried out in another, in which twenty-eight teeth, all .in good condition, were extracted.
Spleen extract when it reduces the number of red cells does so for a short time. Neither potassium iodide, sodium citrate, nor benzole are of any avail.
Better results are obtained by the application of deep Roentgen therapy, recommended by John Parkinson, and the administration of phenylhydrazine hydrochloride. During the treatment with phenylhydrazine the spleen did not show any obvious change in size. It is of great importance to ascertain whether phenylhydrazine tends to produce cirrhosis or other injury of the liver. In this case the liver became much increased in size, reaching the level of the umbilicus after nineteen days' treatment with this drug. This suggests that phenylhydrazine was destructive of liver tissue, as was found in Levi's and in Feiling's cases. Thrombosis is common in cases of erythraemia and has been observed in totally untreated cases (as in a case of mine) and in cases treated with Roentgen rays, though it seems very probable that it occurs more often during treatment with phenylhydrazine. This was so in the case under discussion. The high temperature might be due not only to the thrombosis but also to the severe anamia produced by the drug. Phenylhydrazine has a cunmulative action and the blood-count continued to drop in this case for fifteen days (and in another for twenty davs) after discontinuance of its use. Phenylhydrazine should be used with discretion, especially where there is existing thrombosis, infarction of the spleen or other severe complications, myocarditis, nephritis, etc., and should be discontinued before the number of red cells drops to five and a half millions. The patient's reaction must be determined by giving very small doses and leaving long intervals during which a frequent bloodcount is made.
The most striking improvement during the treatment with phenylhydrazine was the freedom from pain in the big toe and the left leg, which showed that the pain in the big toe was due not to erythromelalgia but to circulatory changes, as it completely disappeared during the period of anaemia (haemolysis).
I have to thank Dr. Carnegie Dickson for unldertaking the blood examination.
Discussion.-Dr. ANTHONY FEILING said it was essential that failures as well as successes should be recorded, and he would give some details of a case of polycythEemia recently under his care, in which phenylhydrazine had caused a speedy death. The patient was a woman, aged 46, who entered hospital in August, 1930, because of persistent pain over the spleen. As she was extremely deaf, the investigation of her case was exceptionally difficult. A report was obtained from another hospital, at which she had been three years before on account of giddiness and deafness. No nerve disease had been found, but at that date the spleen was considerably enlarged, and the red blood-cells were nearly six millions, the hbemoglobin 110%, the white cells 13,000. In August, 1930, the red cells were five and a half millions, the hsemoglobin was 80%, and the spleen was large and firm. Considering this report and the absence of other changes in the blood suggestive of leuksemia, he (Dr. Feiling) thought the case was one of polycythbmia, though there was no cyanosis and the patient's appearance was not typical of that condition. She returned to hospital in September, complaining bitterly of splenic pain. On September 5 a blood-count showed eight million red cells, 110% bhemoglobin, and 13,000 leucocytes; and on October 7 there were nearly seven million reds, and hemoglobin 108%. He (the speaker) therefore thought he would try phenylhydrazine hydrochloride. though he was prepared for a preliminary increase of the splenic pain owing to a contemporary enlargement of the spleen. The administration was begun on October 10, one grain being given three times a day for a week, or a total of twenty-one grains. (Dr. Stolkind's patient had fifty-three grains.) The last treatment was on October 17; on October 20 the patient did not seem ill or look very different, and the blood examination showed 4,312,000 reds, and hsemoglobin 62%; the white cells were 26,000, and the differential count showed 20% myelocytes. He did not think the number of red cells would sink much further. On October 22 she was very ill. She was somewhat jaundiced, was vomiting, had a large amount of albumin and considerable blood in the urine, and her temperature was 99' 8' F., pulse 116. She gradually grew worse, being feeble and collapsed. The vomiting continued, the jaundice became deeper, the albuminuria persisted, the temperature rose, the spleen grew larger and tender, and on October 24 there were 2,264,000 reds, hbemoglobin 30%, white cells 30,000, with 24% myelocytes. She died two days later, and the post-mortem examination showed most intense necrosis of her essential organs; the liver was atrophied, as in a case of icterus gravis.
Microscopic sections showed an intense and general necrosis of the liver cells, of the epithelium of the renal tubules and of the heart muscle.
It was worthy of remark that the phenylhydrazine had been stopped before any clinical evidence of anmeia had appeared. He considered it a very poisonous drug, difficult to control owing to its cumulative action.
Dr. PARKES WEBER alluded to the case of a woman, aged 42, now under treatment for splenomegalic polycythemia (erythrEemia) as an out-patient. The treatment was sometimes by blood-letting, sometimes by a cautious course of phenylhydrazine, but on two occasions she had been automatically relieved (for some time) of her plethora by extreme and dangerous hematemesis and meliena (no radiological evidence of gastric or duodenal ulcer had been found). The case was likewise an exceptional one in other respects (F. P. Weber, British Medical Journal, 1929, ii, p. 892) . He (Dr. Weber) remembered a case of very advanced myeloid leukemia, in which death was due to hmmatemesis, though no obvious ulcer was found at the necropsy.
Dr. E. STOLKIND (in reply) said that there seemed to be an idiosyncrasy to phenylhydrazine. He agreed with Dr. Feiling that it was a dangerous drug. The treatment should be given with great caution, and only if the blood could be examined every two or three days. There were on record cases with severe complications and even death (Hollaender; Bryan; Giffin and Conner) after administration of phenylhydrazine.
